plaques of CaOx kidney stone formers. We determined that the decrease in autophagy was caused by an upregulation of mTOR, which consequently resulted in the suppression of the upstream autophagy regulator transcription factor EB. Furthermore, we showed that an mTOR inhibitor could recover a decrease in autophagy and alleviate crystal-cell interactions and the formation of crystals associated with increased inflammatory responses.
INTRODUCTION AND OBJECTIVES:
Recently, the supplemental intake of high-dose vitamin C was shown to be significantly associated with a higher risk of calcium oxalate (CaOx) kidney stone in men, but not among women, This study aimed to elucidate whether AR could promote the vitamin C induced CaOx kidney stones.
METHODS: Crystals deposition in mouse kidneys were examined by polarized light optical microphotography and pizzolato staining.High performance liquid chromatography was used to measure oxalate levels in intracellular and extracellular. ChIP assay and luciferase assay demonstrated that AR suppressed TXNRD1 and GLRX2 expression via directly regulating miR-182. Protein and mRNA expression were examined by WB and qPCR.
RESULTS: To elucidate the effect of vitamin C supplementation on kidney CaOx crystals formation, we intraperitoneally injected vitamin C in the glyoxylate-induced kidney CaOx mouse model.Using microCT, polarized light optical microphotography and Pizzolato staining in the kidneys, a significant increase in the CaOx crystals deposition in the high-dose vitamin C group was observed. We found that DHT significantly induces miR-182 and suppress TXNRD1 and GLRX2 expression in HL-7702 and HK-2 cells. Additionally, the intracellular and extracellular oxalate levels were shown to increase with the increase vitamin C levels. Conversely, oxalate levels were lower in the AR-knockout HL-7702 cells. ChIP assays demonstrated the ARpositive transcriptional activation of miR-182. Using luciferase assays, miR-182 was shown to target the 3 0 -untranslated region (UTR) of TXNRD1 and GLRX2, leading to a decrease in their expression in vitro. Their downregulation induced an increase in vitamin C metabolization to oxalate and oxidative stress induced by CaOx crystals. Additionally, AR and miR-182 inactivation led to the suppression of CaOx crystal formation through the regulation of vitamin C metabolism and oxidative stress in vitro and in vivo.
CONCLUSIONS: These findings, for the first time, demonstrated that AR promotes kidney CaOx stone formation and deposition by regulating oxalate biosynthesis from vitamin C and the development of oxidative stress-induced kidney injuries through a newly-identified AR-miR-182-TXNRD1/GLRX2 pathway in vivo and in vitro.
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MP03-04 TARGETING ANDROGEN RECEPTOR TO SUPPRESS KIDNEY STONE FORMATION VIA ALTERING THE M2 MACROPHAGES RECRUITMENT/POLARIZATION TO MODULATEING THE CALCIUM OXALATE CRYSTALS DEPOSITION
Wei Zhu*, Guohua Zeng, Guangzhou, China, People's Republic of; Chawnshang Chang, Rochester, NY INTRODUCTION AND OBJECTIVES: Gender disparity may play key roles for the development of calcium oxalate (CaOx) kidney stones, and renal macrophages may influence the CaOx crystals deposits. The detailed mechanisms, however, remains unclear. Here we investigate the impact of androgen receptor (AR) through altering the infiltrating macrophages to influence the kidney stone formation.
METHODS: In the in vitro study, we knocked down the AR in renal tubular HK-2 or HK-8 cells, and detected the renal cell capacity to recruit THP-1 macrophages after CaOx crystals exposure. The phagocytic ability and the M2 markers expression of the recruited THP-1 macrophages were also examined. In the in vivo study, we established the AR knockout mice with selectively knocked out AR in renal tubular epithelial cells. The mice were with injected with glyoxylate to induce CaOx formation. Renal crystal deposits and expression of macrophages-related proteins was examined by Pizzolato method and immunohistochemistry, respectively. RESULTS: Knocking down the AR in renal tubular HK-2 or HK-8 cells increased these renal cells capacity to recruit THP-1 macrophages, and promoted these infiltrated macrophages differentiationed toward the anti-inflammatory M2 phenotype that might then lead to enhancing the phagocytosis of CaOx crystals. Mice with selectively knocked out AR in renal tubular epithelial cells in the Cre-loxP mice to selectively knocked out AR in renal tubular epithelial cells also demonstrated that mice lacking AR in renal Vol. 201, No. 4S, Supplement, Friday, May 3, 2019 THE JOURNAL OF UROLOGY Ò e21
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